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= > e 


scoville ; 


j/au 




El 
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SCOVILLE 


H JR/AU 


E2 




1 


SCOVILLE 


HERBERT JR/AU 


E3 




31 
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E4 
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J G/AU 


E5 




12 


SCOVILLE 


J J/AU 


E6 




3 
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J M/AU 


E7 
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J MARK/AU 


E8 
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J P/AU 


E9 
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J R JR/AU 
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107 


' SCOVILLE 


J T/AU 


Ell 
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e3 
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31 


"SCOVILLE J"/AU 


= > e 


friddle c 


j/au 




El 
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FRIDDIE 


S B/AU 


E2 




25 


FRIDDLE 


C/AU 


E3 




50 
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C J/AU 


E4 




11 
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CARL/AU 
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E6 
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E8 
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=> s e3-e6 

L14 159 ("FRIDDLE C J"/AU OR "FRIDDLE CARL"/AU OR "FRIDDLE CARL J"/AU 

OR "FRIDDLE CARL JOHAN"/AU) 

=> s 112 or 113 or 114 

L15 267 L12 OR L13 OR L14 

=> d his 

(FILE 'HOME* ENTERED AT 12:48:25 ON 06 OCT 2004) 

FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS, NTIS, 
LIFESCI ' ENTERED AT 12:48:49 ON 06 OCT 2 0 04 
LI 1241804 S KINASE? 



L2 


456430 


S 


HUMAN AND LI 


L3 


6727935 


S 


CLON? OR EXPRESS? OR RECOMBINANT 


L4 


225301 


S 


L2 AND L3 


L5 


3837114 


s 


"FETAL (A) BRAIN?" OR PITUITARY ( 


L6 


24732 


s 


L4 AND L5 


L7 


717133 


s 


THYROID OR TESTIS 


L8 


1515 


s 


L6 AND L7' 


L9 


414238 


s 


SERINE OR THREONINE 


LIO 


196 


s 


LB AND L9 


Lll 


126 


DUP REM LIO (7 0 DUPLICATES REMOVED 






E 


WALKE D W/AU 


L12 


114 


S 


E3-E4 






E 


SCOVILLE J/AU 


LIB 


31 


S 


E3 






E 


FRIDDLE C J/AU 


Ij14 


159 


S 


E3-E6 


L15 


267 


S 


L12 OR L13 OR L14 


= > s 


14 and 19 






L16 


23646 L4 


AND L9 



=> s 115 and 116 

L17 10 L15 AND L16 

=> dup rem 117 

PROCESSING COMPLETED FOR LI 7 

LIB B DUP REM L17 (2 DUPLICATES REMOVED) 

=> d 1-18 ibib ab 
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GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 



CG473308 
■CG473311 
■CG473314 
■CG473317 
■CG473320 
■CG473323 
-CG473326 

CG473329 
-CG473332 
■CG473335 
-CG473338 
-CG473341 
-CG473344 
■CG473347 

CG473350 
-CG473353 
■CG473356 
-CG473359 
-CG473362 
•CG4733.65 
-CG473368 
-CG473371 
-CG473374 
'CG473377 
-CG473380 
-CG473383 
-CG473386 
-CG473389 
-CG473392 
-CG473395 
-CG473398 
-CG473401 
-CG473404 
-CG473407 
-CG473410 
-CG473413 
-CG473416 
-CG473419 
-CG473422 
'CG473425 
-CG473428 
-CG473431 
-CG473434 
-CG473437 
-CG473440 
-CG473443 
-CG473446 
-CG473449 
-CG473452 
-CG473455 
-CG473458 
-CG473461 
-CG473464 
-CG473467 
-CG473470 
-CG473473 
-CG473476 
>CG473479 
-CG473482 
-CG473485 
-CG473488 
-CG473491 
-CG473494 
-CG473497 



GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK - 
GENBANK - 
GENBANK - 
GENBANK - 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK - 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK - 
GENBANK - 
GENBANK - 
GENBANK - 
GENBANK - 
GENBANK■ 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK - 
GENBANK - 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 



CG473309 
CG473312 
CG473315 
CG473318 
CG473321 
CG473324 
CG473327 
CG473330 
CG473333 
CG473336 
CG473339 
CG473342 
CG473345 
CG473348 
CG473351 
CG473354 
CG473357 
CG473360 
CG473363 
CG473366 
CG473369 
CG473372 
CG473375 
CG473378 
CG473381 
CG473384 
CG473387 
CG473390 
CG473393 
CG473396 
CG473399 
CG473402 
CG473405 
CG473408 
CG473411 
CG473414 
CG473417 
CG473420 
CG473423 
CG473426 
CG473429 
CG473432 
CG473435 
CG473438 
CG473441 
CG473444 
CG473447 
CG473450 
CG473453 
CG473456 
CG473459 
CG473462 
CG473465 
CG473468 
CG473471 
CG473474 
CG473477 
CG473480 
CG473483 
CG473486 
CG473489 
CG473492 
CG473495 
CG473498 



GENBANK 
GENBANK- 
GENBANK- 
GENBANK - 
GENBANK - 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK - 
GENBANK■ 
GENBANK" 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK- 
GENBANK 
GENBANK - 
GENBANK- 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK- 
GENBANK 
GENBANK 
GENBANK 
GENBANK- 
GENBANK- 
GENBANK 
GENBANK- 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK- 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 
GENBANK 



CG473310 
CG473313 
CG473316 
CG473319 
CG473322 
CG473325 
CG473328 
CG473331 
CG473334 
■CG473337 
CG473340 
■CG473343 
CG473346 
CG473349 
CG473352 
•CG473355 
CG473358 
CG473361 
•CG473364 
CG473367 
CG473370 
■CG473373 
■CG473376 
-CG473379 
CG473382 
■CG473385 
•CG473388 
-CG473391 
-CG473394 
■CG473397 
-CG473400 
■CG473403 
■CG473406 
-CG473409 
-CG473412 
-CG473415 
-CG473418 
-CG473421 
'CG473424 
■CG473427 
-CG473430 
-CG473433 
-CG473436 
-CG473439 
-CG473442 
-CG473445 
-CG473448 
•CG473451 
-CG473454 
-CG473457 
■CG473460 
■CG473463 
-CG473466 
-CG473469 
■CG473472 
-CG473475 
-CG473478 
-CG473481 
-CG473484 
-CG473487 
-CG473490 
-CG473493 
-CG473496 
-CG473499 



GENBANK- CG4 73500 
GENBANK- CG4 73503 
GENBANK - CG4 73506 
GENBANK-CG4 735 0 9 
GENBANK - CG4 7 3 5 1 2 
GENBANK -CG473515 
GENBANK- CG4 73518 
GENBANK- CG4 73521 
GENBANK-CG473524 
GENBANK -CG473527 
GENBANK- CG4 7 3 53 0 
GENBANK- CG4 73533 
GENBANK- CG4 73536 
GENBANK- CG4 73539 
GENBANK-CG473542 
GENBANK- CG4 7 3545 
GENBANK-CG4 7 3548 
GENBANK -CG473551 
GENBANK- CG4 73554 
GENBANK- CG4 73557 
GENBANK- CG4 7 3560 
GENBANK- CG47 3563 
GENBANK-CG4 73566 
GENBANK- CG4 73569 
GENBANK- CG4 73572 
GENBANK- CG4 73575 
GENBANK- CG4 73578 
GENBANK-CG4735 81 
GENBANK -CG473584 
GENBANK-CG4 735 87 
GENBANK- CG4 73590 
GENBANK- CG4 73593 
GENBANK -CG4735 96 
GENBANK - CG4 7 3 5 9 9 
GENBANK - CG4 7 3 6 0 2 
GENBANK-CG473605 
GENBANK- CG4 73608 
GENBANK-CG473611 
GENBANK- CG4 73614 
GENBANK-CG4 73 617 
GENBANK-CG47362 0 
GENBANK-CG473623 
GENBANK- CG4 73626 
GENBANK-CG473629 
GENBANK-CG4 7 3632 
GENBANK -CG473635 
GENBANK-CG4 7363 8 
GENBANK- CG4 73641 
GENBANK-CG473644 
GENBANK -CG473647 
GENBANK-CG4 73650 
GENBANK -CG473653 
GENBANK- CG4 73 65 6 
GENBANK - CG4 7365 9 
GENBANK- CG4 73662 
GENBANK- CG4 73665 
GENBANK -CG473668 
GENBANK -CG473671 
GENBANK -CG473674 
GENBANK- CG4 73677 
GENBANK- CG4 73680 
GENBANK- CG4 73683 
GENBANK- CG4 73686 
GENBANK- CG4 7 3 6 8 9 



GENBANK- CG473 501 
GENBANK-CG473504 
GENBANK- CG4 73 507 

GENBANK-CG473 510 
GENBANK-CG473 513 
GENBANK- CG4 73 516 
GENBANK-CG473519 
GENBANK -CG473522 
GENBANK- CG4 7 3 525 
GENBANK-CG473 52 8 
GENBANK -CG473531 
GENBANK-CG473534 
GENBANK- CG4 73537 
GENBANK-CG473540 
GENBANK- CG4 7 3 54 3 
GENBANK-CG473546 
GENBANK-CG473 54 9 
GENBANK- CG4 73 5 52 
GENBANK- CG4 73555 
GENBANK-CG473558 
GENBANK-CG473 5 61 
GENBANK- CG4 73 564 
GENBANK- CG4 73 5 67 
GENBANK-CG47357 0 
GENBANK- CG4 73 573 
GENBANK-CG473576 
GENBANK-CG473579 
GENBANK-CG473 5 82 
GENBANK-CG473 5 85 
GENBANK - CG4 73 5 8 8 
GENBANK- CG4 73591 
GENBANK -CG473594 
GENBANK-CG473 597 
GENBANK-CG473 600 
GENBANK- CG4 73603 
GENBANK-CG473606 
GENBANK -CG473609 
GENBANK-CG473612 
GENBANK- CG4 73615 
GENBANK-CG4 73 618 
GENBANK- CG4 73 621 
GENBANK- CG4 7 3 62 4 
GENBANK - CG4 7362 7 
GENBANK-CG47363 0 
GENBANK- CG4 7 3 63 3 
GENBANK - CG4 73 63 6 
GENBANK-CG473 63 9 
GENBANK - CG4 73642 
GENBANK-CG473645 
GENBANK-CG473648 
GENBANK-CG473651 
GENBANK- CG4 73 654 
GENBANK- CG4 73 657 
GENBANK -CG473660 
GENBANK-CG473663 
GENBANK- CG4 73666 
GENBANK- CG4 73 669 
GENBANK- CG4 73 67 2 
GENBANK- CG4 73 675 
GENBANK - CG4 73678 
GENBANK- CG4 73681 
GENBANK- CG4 73684 
GENBANK- CG4 73687 
GENBANK- CG4 73 690 



GENBANK- CG4 73502 
GENBANK-CG473505 
GENBANK-CG473508 

GENBANK-CG4 73511 
GENBANK -CG473514 
GENBANK -CG4 73517 
GENBANK- CG4 73 520 
GENBANK- CG4 73523 
GENBANK- CG4 73 52 6 
GENBANK- CG4 73 52 9 
GENBANK - CG4 73 532 
GENBANK- CG4 73 535 
GENBANK- CG4 73538 
GENBANK-CG473541 
GENBANK- CG4 73544 
GENBANK - CG4 73 54 7 
GENBANK-CG47 3 55 0 
GENBANK-CG4 73 553 
GENBANK- CG4 73556 
GENBANK- CG4 73559 
GENBANK-CG4 73 562 
GENBANK -CG473565 
GENBANK-CG4 73568 
GENBANK - CG4 73571 
GENBANK-CG473574 
GENBANK- CG4 73577 
GENBANK- CG4 73580 
GENBANK- CG4 73 5 83 
GENBANK-CG473 586 
GENBANK -CG473589 
GENBANK- CG4 73592 
GENBANK- CG4 73 595 
GENBANK- CG4 73 598 
GENBANK- CG4 7 3 601 
GENBANK - CG4 73604 
GENBANK-CG473607 
GENBANK- CG4 73610 
GENBANK-CG473613 
GENBANK- CG4 73616 
GENBANK - CG4 73 619 
GENBANK -CG473622 
GENBANK- CG4 7 3 62 5 
GENBANK- CG4 73628 
GENBANK-CG473631 
GENBANK- CG4 7 3 63 4 
GENBANK- CG4 73 637 
GENBANK - CG4 73 64 0 
GENBANK- CG4 73643 
GENBANK-CG473646 
GENBANK-CG473649 
GENBANK-CG473652 
GENBANK- CG4 7 3 65 5 
GENBANK-CG4 73658 
GENBANK- CG4 73 661 
GENBANK - CG4 73 664 
GENBANK- CG4 73667 
GENBANK -CG473670 
GENBANK- CG4 7 3 67 3 
GENBANK -CG473676 
GENBANK- CG4 73 679 
GENBANK-CG4 73682 
GENBANK-CG473685 
GENBANK-CG473688 
GENBANK- CG473 691 



ENTRY MONTH 
ENTRY DATE: 



GENBANK-CG473 692 
GENBANK- CG4 7 3 6 9S 
GENBANK- CG4 73698 
GENBANK- CG473 701 
GENBANK- CG4 73 7 04 
GENBANK-CG4 73 707 
GENBANK -CG473710 
GENBANK-CG473713 
GENBANK- CG4 73 716 
GENBANK- CG4 73719 
GENBANK- CG4 73 722 
GENBANK-CG4 73 725 
GENBANK-CG4 7 3 72 8 
GENBANK- CG4 73 731 
GENBANK- CG4 73734 
GENBANK- CG4 73 737 
GENBANK -CG473740 
GENBANK- CG4 73 743 
GENBANK- CG4 7374 6 
GENBANK - CG4 73749 
GENBANK-CG473752 
GENBANK- CG4 73 755 
GENBANK- CG4 73 758 
GENBANK-CG4 73 761 
GENBANK- CG4 73 764 
GENBANK- CG4 73767 
GENBANK-CG473770 
GENBANK-CG4 73 773 
GENBANK- CG4 73 776 
GENBANK- CG4 73 77 9 
GENBANK- CG4 73782 
GENBANK- CG473 785 
GENBANK- CG4 73 788 
GENBANK- CG4 73 791 
GENBANK-CG473794 
GENBANK- CG4 73 797 
GENBANK -CG473800 
GENBANK-CG473 803 
GENBANK- CG4 73 806 
GENBANK -CG473809 
GENBANK -CG473812 
GENBANK-CG473815 
GENBANK- CG4 73818 
200402 



GENBANK-CG4 73 693 
GENBANK- CG4 73696 
GENBANK-CG473699 
GENBANK-CG4 73 702 
GENBANK - CG4 73 705 
GENBANK - CG4 73 708 
GENBANK-CG473711 
GENBANK-CG473714 
GENBANK-CG473 717 
GENBANK- CG4 73 72 0 
GENBANK -CG473723 
GENBANK-CG4 73726 
GENBANK - CG4 73729 
GENBANK- CG4 73732 
GENBANK-CG473735 
GENBANK- CG4 7 3 73 8 
GENBANK- CG4 73 741 
GENBANK -CG473744 
GENBANK -CG 473747 
GENBANK-CG473750 
GENBANK-CG473753 
GENBANK-CG4 73756 
GENBANK-CG473 759 
GENBANK- CG4 7 3 7 62 
GENBANK- CG4 73765 
GENBANK- CG4 7 3 768 
GENBANK- CG4 73771 
GENBANK-CG473 774 
GENBANK -CG473777 
GENBANK- CG4 73 780 
GENBANK-CG4737 83 
GENBANK-CG473786 
GENBANK- CG4 73 789 
GENBANK-CG473792 
GENBANK - CG4 73 795 
GENBANK- CG4 73798 
GENBANK- CG4 73 801 
GENBANK-CG473 804 
GENBANK - CG4 73 807 
GENBANK- CG4 73 810 
GENBANK- CG4 73813 
GENBANK-CG473816 



GENBANK-CG4 73694 
GENBANK-CG473697 
GENBANK- CG473 700 

GENBANK-CG473 703 
GENBANK-CG473706 
GENBANK- CG4 73 7 09 
GENBANK - CG4 73712 
GENBANK - CG4 73715 
GENBANK-CG4 73718 
GENBANK - CG4 73 721 
GENBANK -CG473724 
GENBANK- CG4 73 727 
GENBANK- CG4 7373 0 
GENBANK- CG4 73733 
GENBANK- CG4 73736 
GENBANK - CG4 73 73 9 
GENBANK -CG473742 
GENBANK ~CG473745 
GENBANK- CG4 73 748 
GENBANK-CG473751 
GENBANK - CG4 73 754 
GENBANK - CG4 73757 
GENBANK-CG4 737 60 
GENBANK- CG4 73763 
GENBANK- CG4 73766 
GENBANK-CG473769 
GENBANK - CG4 73772 
GENBANK -CG473775 
GENBANK-CG47377 8 
GENBANK - CG4 737 81 
GENBANK-CG473784 
GENBANK - CG4 73787 
GENBANK - CG4 7 3 790 , 
GENBANK-CG4 73 7 93 
GENBANK -CG473796 
GENBANK- CG4 73799 
GENBANK- CG4 73802 
GENBANK-CG473805 
GENBANK- CG4 73 808 
GENBANK - CG4 73 811 
GENBANK- CG4 73 814 
GENBANK- CG4 73817 



Entered STN: 20031216 
Last Updated on STN: 20040203 
Entered Medline: 20040202 
AB The availability of both the mouse and human genome sequences 
allows for the systematic discovery of human gene function 
through the use of the mouse as a model system. To accelerate the genetic 
determination of gene function, we have developed a sequence -tagged 
gene-trap library of >270,000 mouse embryonic stem cell clones 
representing mutations in approximately 60% of mammalian genes. Through 
the generation and phenotypic analysis of knockout mice from this 
resource, we are undertaking a functional screen to identify genes 
regulating physiological parameters such as blood pressure. As part of 
this screen, mice deficient for the Wnkl kinase gene were 
generated and analyzed. Genetic studies in humans have shown 
that large intronic deletions in WNKl lead to its overexpression and are 
responsible for pseudohypoaldosteronism type II, an autosomal dominant 
disorder characterized by hypertension, increased renal salt reabsorption, 
and impaired K+ and H+ excretion. Consistent with the human 
genetic studies, Wnkl heterozygous mice displayed a significant decrease 
in blood pressure. Mice homozygous for the Wnkl mutation died during 



embryonic development before day 13 of gestation. These results 
demonstrate that Wnkl is a regulator of blood pressure critical for 
development and illustrate the utility of a functional screen driven by a 
sequence -based mutagenesis approach. 
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TITLE: Novel polynucleotide encoding human proteins that 

are structurally similar' to animal kinases, useful 
for drug screening, diagnosis, in gene therapy of disorders 
and diseases e.g. cancer and pharmacogenomic applications; 
recombinant enzyme protein production and sense 
and antisense sequence use in disease therapy and gene 
therapy 

AUTHOR: YU X; MIRANDA M; FRIDDLE C J 

PATENT ASSIGNEE: LEXICON GENETICS INC 
PATENT INFO: WO 2002059325 1 Aug 2002 

APPLICATION INFO: WO 2001-US50497 20 Dec 2001 

PRIORITY INFO: US 2000-258335 27 Dec 2000; US 2000-258335 27 Dec 2000 

DOCUMENT TYPE: Patent 

LANGUAGE : Engl i sh 

OTHER SOURCE: WPI : 2002-599796 [64] 

AB DERWENT ABSTRACT: 

NOVELTY - An isolated nucleic acid molecule (I) comprising a nucleotide 
sequence encoding a novel human protein (NHP) of 2054 (SI) or 
1958 (S2) amino acids given in specification, that share structural 
similarity with animal kinases, including serine- 
threonine kinases, particularly Citron rho- interacting 
kinases, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: (1) 
an isolated nucleic acid molecule (II) comprising a nucleotide sequence 
that encodes (SI) and hybridizes under stringent conditions to a sequence 
(S3) of 6165 base pairs given in the specification, or its complement; 
and (2) an isolated nucleic acid molecule (III) comprising at least 24 
contiguous bases of (S3) . 

WIDER DISCLOSURE - Disclosed are: (1) novel human proteins 
(NHPs) encoded by (I), that share structural similarity with animal 
kinases; (2) host cell expressing systems comprising 

(I); (3) antibodies to NHP and anti-idiotypic antibodies; (4) fusion 
proteins comprising NHP; (5) genetically engineered animals that either 

lack or over express (I) ; (6) antagonists and agonists of NHP; 

(7) compounds that modulate the expression or activity NHP 
which can be used for diagnosis, drug screening, clinical trial 
monitoring, treatment of diseases and disorders, and cosmetic or 
nutriceutical applications; (8) identifying compounds that modulate, 
expression and/or activity of NHP; (9) degenerate nucleic acid 
variants of (I); (9) vectors that contain (I); (10) nucleotide sequences 

(e.g. antisense and ribozyme molecules) that inhibit expression 
of (I); and (11) proteins that are functionally equivalent to NHPs. 

BIOTECHNOLOGY - Preferred Protein: NHPs are novel proteins 
expressed in human cell lines and human 

testis, small intestine, fetal kidney, adenocarcinoma, embryonic 
carcinoma cells and osteosarcoma cells. 
' ACTIVITY - Nootropic; Cytostatic. 

MECHANISM OF ACTION - ^Gene therapy. No suitable data given. 

USE - NHP oligonucleotides are useful as hybridization probes for 
screening libraries and assessing gene expression patterns. NHP 
sequences are useful to identify mutations associated with a particular 
disease and also as a diagnostic or prognostic assay, and also in the 
molecular mutagenesis/evolution of proteins that are at least partially 
encoded by the NHP sequences. Sequences derived from regions adjacent to 
the intron/exon boundaries of NHP gene can be used to design primers for 
use in amplification assays to detect mutations within the exons, splice 



sites, introns that can be used in diagnostics and pharmacogenomics . NHP 
sequences are utilized in microarrays or other assay formats, to screen 
collections of genetic material from patients who have a particular 
medical condition. NHP nucleotide sequences are useful for drug screening 
effective in the treatment of symptomatic or phenotypic manifestations of 
perturbing the normal function of NHP in the body, and nucleotide 
constructs encoding NHP products are used to genetically engineer host 
cells to express NHP products in vivo. These genetically 
engineered cells function as bioreactors in the body delivering a 
continuous supply of a NHP, a NHP peptide, or a NHP fusion protein to the 
body. Nucleotide construct encoding NHP products are also useful in gene 
therapy for modulating NHP expression and to produce 
genetically engineered host cells to express NHP products in 
vivo. NHP nucleotide sequences may also be used as part of ribozyme 
and/or triple helix sequences that are useful for NHP gene regulation. 
The encoded NHP polypeptides are useful for generating antibodies, as 
reagents in diagnostic assays, for identifying other cellular gene 
products related to NHP and as reagents in assays for screening for 
compounds that are useful in the treatment of mental, biological or 
medical disorders and diseases including cancer. (50 pages) 
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TITLE: Novel polynucleotide encoding novel huiaan protein 

sharing structural similarity with animal kinases 
e.g. serine -threonine, 

calcium/calmodulin-dependent , and myosin light chain 
kinases, useful as probes and primers; 

vector-mediated gene transfer, expression in 
host cell, antibody, antisense oligonucleotide and 
ribozyme for recombinant protein production, 
drug screening and gene therapy 

AUTHOR: FRIDDLE C J; HILBUN E; NEPOMNICHY B; HU Y 

PATENT ASSIGNEE: LEXICON GENETICS INC 

PATENT INFO: WO 2002018555 7 Mar 2002 

APPLICATION INFO: WO 2000-US26776 31 Aug 2000 

PRIORITY INFO: US 2000-229280 31 Aug 2000 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

OTHER SOURCE: WPI : 2002-292200 [33] 

AB DERWENT ABSTRACT: 

NOVELTY - An isolated novel human protein (NHP) encoding 

nucleic acid, where the NHP shares structural similarity with animal 

kinases e.g. serine- threonine , 

calcium/calmodulin-dependent, and myosin light chain kinases, 
is new. 

DETAILED DESCRIPTION - An isolated novel human protein 
(NHP) encoding nucleic acid, where the NHP shares structural similarity 
with animal kinases e.g. serine- threonine, 

calcium/calmodulin-dependent, and myosin light chain kinases, 
is new. The NHP nucleic acid comprises a nucleotide sequence encoding a 
fully defined sequence of 683 (S2) , 654 (S4) , 388 (S7) and 398 (S9) amino 
acids as given in the specification, and which hybridizes under stringent 
conditions to a fully defined sequence of 2052 (SI) or 1167 (S6) 
nucleotides as given in specification, or its complement. An INDEPENDENT 
CLAIM is also included for an isolated nucleic acid molecule that 
comprises at least 24 contiguous bases of (S6) . 

WIDER DISCLOSURE - The following are disclosed: (1) novel 
human proteins (NHP) having a fully defined sequence of (S2) , 
(S4) , (S7) or (S9) encoded by NHP polynucleotides where the proteins are 
useful for generating antibodies, reagents in diagnostic assays, 
identification of other cellular gene products related to NHP, as 
reagents in assays for screening compounds that can be used as 



pharmaceutical reagents for treating mental, biological or medical 
disorders and diseases; (2) a nucleic acid selected from: (a) a sequence 
that encode mammalian homologs of NHP including the specifically 
described NHPs and the NHP gene products (b) a sequence that encode one 
or more portions of the NHPs that correspond to functional domains, and 
the polypeptide products specified by such nucleotide sequences (c) a 
sequence that encode mutant versions, engineered or naturally occurring, 
of the described NHPs in which all or part of at least one domain is 
deleted or altered, and the polypeptide products specified by such 
nucleotide sequences (d) a sequence that encode fusion proteins 
containing a coding region from an NHP or one of its domains (e.g. 
receptor or ligand binding domain) fused to another peptide or 
polypeptide, or (e) therapeutic or diagnostic derivatives of the 
polynucleotides; (3) agonist and antagonist of NHPs; (4) compounds that 
modulate the expression or activity of NHPs and nucleotide 
sequences (nucleotide constructs) that can be used to inhibit the 
expression of NHP (e.g., antisense, ribozyme molecules, etc.,) or 
to promote the expression of NHP; (5) transgenic animals that 
express NHP transgene or knock-outs that do not express 
a functional NHP; (6) processes of identifying compounds that modulate 
i.e., act as agonist or antagonist of NHP expression and/or NHP 
activity; (7) antibodies against NHP and idiotypic antibodies against 
anti-NHP antibodies; (8) fusion proteins comprising NHP protein; (9) 
degenerate nucleic acid variants of the NHP polynucleotide sequences; 
(10) DNA vectors that contain any of the NHP coding sequences and/or 
their complements; (11) genetically engineered host cells 
expressing NHP coding sequences operatively associated with a 
regulatory element; (12) analogues, derivatives and NHP homologues from 
other species; (13) proteins that are functionally equivalent to NHP 
encoded by the above described nucleotide sequences; and (14) 
pharmaceutical formulations comprising the NHP polynucleotide sequences. 

BIOTECHNOLOGY r- Isolation: The NHP polynucleotides were complied 
from sequences available in GENBANK, and cDNAs generated from kidney, 
testis, trachea, esophagus, pituitary, human gene trapped 
products ((S2) and (S4) ) or bone marrow and skeletal muscle mRNAs. 

ACTIVITY - None given. No biological data is given. 

MECHANISM OF ACTION - Gene therapy. No biological data is given. 

USE - The NHP polynucleotide sequences that encode NHPs sharing 
structural similarity with animal kinases including NIMA (never 
in mitosis A) related kinases, serine- 
threonine kinases, calcium/calmodulin-dependent 
kinases, and myosin light chain kinases, when knocked 
out provide a method for identifying phenotypic expression of 
the particular gene as well as a method of assigning function to 
previously unknown genes, for identifying coding sequence and mapping a 
unique gene to a particular chromosome and in the identification of 
biologically relevant splice junctions. Complementary sequences of (I) 
that hybridize to (I) can be used in conjunction with PGR to screen 
libraries, isolate clones and prepare cloning and 
sequencing templates. Such oligonucleotides can also be used as 
hybridization probes for screening libraries, for assessing gene 
expression patterns. The probes are useful for identification, 
selection and validation of novel molecular targets for drug discovery. 
Labeled NHP nucleotide probes can be used to screen a human 
genomic library which is helpful for identifying polymorphisms, 
determining the genomic structure of a given locus/allele and designing 
diagnostic tests. The probe sequences also have use in defining and 
monitoring both drug action and toxicity. Oligonucleotides complementary 
to NHPs may encode or act as NHP antisense molecules, or may be used as 
part of ribozyme and/or triple helix sequences. Addressable arrays 
comprising the NHP polynucleotides can be used to identify and 
characterize the temporal and tissue expression of a gene. The 
use of addressable arrays comprising the NHP polynucleotide sequence 
provide detailed information about transcriptional changes involved in 



specific pathway, potentially leading to the identification of novel 
components or gene functions that manifest themselves as novel 
phenotypes . Microarray formats comprising NHP polynucleotide sequences 
can be used to screen collections of genetic material from patients who 
have a particular medical condition. The sequences are also useful for 
identifying mutations associated with a particular disease and also as a 
prognostic or diagnostic assay. (I) is also useful in the molecular 
mutagenesis/evolution of proteins that are at least partially encoded by 
the described novel sequences. 

EXAMPLE - None given. (4 6 pages) 
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are structurally related to animal kinases, useful 
for drug screening, diagnosis and in gene therapy of 
biological disorders; 

vector-mediated recombinant protein gene 
transfer and expression in host cell for use in 
drug screening and nootropic disease and mental disorder 
diagnosis and gene therapy 
AUTHOR: TURNER C A; MATHUR B; FRIDDLE C J 

PATENT ASSIGNEE: LEXICON GENETICS INC 
PATENT INFO: WO 2002048333 20 Jun 2002 

APPLICATION INFO: WO 2001-US49068 12 Dec 2001 

PRIORITY INFO: US 2001-289422 8 May 2001; US 2000-255103 12 Dec 2000 
DOCUMENT TYPE: Patent 
LANGUAGE: English 

OTHER SOURCE: WPI : 2002-583505 [62] 

AB DERWENT ABSTRACT: 

NOVELTY - Isolated nucleic acid molecule (I) comprising a nucleotide 
sequence encoding a novel human protein (NHP) of 870, 864, 764, 
751, 654, 648, 548, 535, 895, 889, 789, 776, 982, 976, 876, 863, 957, 
951, 851 or 83 8 amino acids given in specification, that share structural 
similarity with animal kinases, including serine- 
threonine kinases, casein kinases, 

calcium/calmodulin-dependent protein kinases and mitogen 
activated kinases, is new. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for an 
isolated nucleic acid molecule comprising a nucleotide sequence that 
encodes the sequence of 870 amino acids and hybridizes under stringent 
conditions to the nucleotide sequence of 2613 base pairs given in the 
specification or its complement. 

WIDER DISCLOSURE - Disclosed are: (1) novel human membrane 
proteins (NHPs) encoded by (I) , that share structural similarity with 
mammalian ion channel proteins and particularly voltage -gated potassium 
channel proteins; (2) host cell expressing systems comprising 
(I) ; (3) antibodies to NHP and anti- idiotypic antibodies; (4) fusion 
proteins comprising NHP; (5) genetically engineered animals that either 
lack or over escpress (I); (6) antagonists and agonists of NHP; 
(7) compounds that modulate the expression or activity NHP; (8) 
identifying compounds that modulate, expression and/or activity 
of NHP; (9) degenerate nucleic acid variants of (I) ; (10) vectors that 
contain (I); and (11) nucleotide sequences (e.g. antisense and ribozyme 
molecules) that inhibit expression of (I) . 

BIOTECHNOLOGY - Preferred Protein: NHPs are novel proteins 
expressed in human cell lines and human fetal 

brain, brain, pituitary, cerebellum, and fetal lung, kidney, and embryo 
cells . 

ACTIVITY - Nootropic. 

MECHANISM OF ACTION - Gene therapy. No suitable data is given. 

USE - NHP oligonucleotides are useful as hybridization probes for 
screening libraries and assessing gene expression patterns. NHP 
sequences are useful to identify mutations associated with a particular 



disease and also as a diagnostic or prognostic assay, and also in the 
molecular mutagenesis/evolution of proteins that are at least partially 
encoded by the NHP sequences. Sequences derived from regions adjacent to 
the intron/exon boundaries of NHP gene can be used to design primers for 
use in amplification assays to detect mutations within the exons, splice 
sites, introns that can be used in diagnostics and pharmacogenomics . NHP 
sequences are utilized in microarrays or other assay formats, to screen 
collections of genetic material from patients who have a particular 
medical condition. NHP nucleotide sequences are useful for drug screening 
effective in the treatment of symptomatic or phenotypic manifestations of 
perturbing the normal function of NHP in the body, and nucleotide 
constructs encoding NHP products are used to genetically engineer host 
cells to express NHP products in vivo. These genetically 
engineered cells function as bioreactors in the body delivering a 
continuous supply of a NHP, a NHP peptide, or a NHP fusion protein to the 
body. Nucleotide construct encoding NHP products are also useful in gene 
therapy for modulating NHP expression and to produce 
genetically engineered host cells to express NHP products in 
vivo. NHP nucleotide sequences may also be used as part of ribozyme 
and/or triple helix sequences that are useful for NHP gene regulation. 
The encoded NHP polypeptides are useful for generating antibodies, as 
reagents in diagnostic assays, for identifying other cellular gene 
products related to NHP and as reagents in assays for screening for 
compounds that are useful in the treatment of mental, biological or 
medical disorders and diseases. 

EXAMPLE - No suitable example given. (93 pages) 
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Novel isolated human protease polynucleotide that 
shares structural similarity with animal kinases 
including calcium/ calmodulin -dependent protein 
kinases and serine/ threonine 
protein kinases, useful in therapeutics; 

for use in gene therapy 
Donoho G; Scoville J; Turner Jr C A; Friedrich G; 
Zambrowicz B; Abuin A; Sands A T 
Lexicon-Genetics 
The Woodlands, TX, USA. 
WO 2001042435 14 Jun 2001 
WO 2000-US33362 8 Dec 2000 
US 1999-169769 9 Dec 1999 
Patent 
English 

WPI: 2001-381688 [40] 
An isolated human protein-kinase (EC-2 . 7 . 1 . 37) 
polynucleotide (NHP) (I) selected from a polynucleotide comprising at 
least 24 contiguous bases of a sequence (S) comprising 1,158 bp, a 
sequence that encodes a 3 85 Or 356 amino acid sequence, and a sequence 
that hybridizes under stringent conditions to S or its complement, is 
claimed. (I) is useful in therapeutic, diagnostic and pharmacogenomic 
applications. (I) is useful for the detection of mutant NHP, or 
inappropriately expressed NHPs for the diagnosis of a disease. 
(I) is useful for drug screening (or high throughput screening of 
combinatorial libraries) effective in the treatment of symptomatic or 
phenotypic manifestations of perturbing the normal function of NHP in the 
body. (I) is useful in conjunction with polymerase chain reaction to 
screen libraries, isolate clones, and prepare cloning 
and sequencing templates. (I) is useful as hybridization probe for 
screening libraries, and assessing gene expression patterns. 
(31pp) 
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AB This invention provides protein and cDNA sequences for newly identified 

human proteins, designated NHPs, which shares structural 

similarity with animal protein kinases, including 

multifunctional calcium-calmodulin dependent protein kinase and 

serine/ threonine protein kinases, ribosomal 

protein kinases, and cAMP- dependant kinases. In one 

embodiment, the invention relates to diagnostic assays for detecting 
diseases associated with inappropriate NHP activity or levels. Also 
disclosed are methods for utilizing NHP in drug screening assays and in 
therapy directed against diseases associated with inappropriate NHP activity 
or levels. 



L18 ANSWER 8 OF 

ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 

PATENT ASSIGNEE (S 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 
FAMILY ACC. NUM. 



8 HCAPLUS COPYRIGHT 2004 ACS on STN 
2001 :618177 HCAPLUS 
135:191337 

Protein and cDNA sequences of novel human 
kinase homologs and uses thereof in diagnosis, 
therapy and drug screening 

Walke, D. Wade; Hu, Yi; Nepomnichy, Boris; 
Turner, C. Alexander, Jr.; Zambrowicz, Brian 
) : Lexicon Genetics Incorporated, USA 

PCT Int. Appl., 70 pp. 
CODEN: PIXXD2 
Patent 
English 
COUNT: 1 



PATENT INFORMATION: 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2001061016 




A2 




20010823 




WO 2001- 


US5356 




20010215 


WO 


2001061016 




A3 




20020207 




















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 




CA, 


CH, CN, 






CR, 


CU, 


CZ , 


DE, 


DK, 


DM, 


DZ, 


1.1 u 

EE f 


ES, 


FI, 


GB, 


GD, 




GH, 


GM, HR, 






HU, 


ID, 


IL, 


IN, 


IS, 




KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


T V 

LK, 


LR, 


LS, LT, 






LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


TiT 

PL, 


PT, 


RO, RU, 






SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 




UZ, 


VN, YU, 






ZA. 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 












RW; 


: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, 






DE, 


DK, 


ES, 


FI, 


-FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, BF, 






BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




US 


2002038011 




Al 




20020328 




US 2001- 


783320 




20010215 


EP 


1257652 






A2 




20021120 




EP 2001- 


912839 




20010215 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC; PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 












JP 


2003531577 




T2 




20031028 




JP 2001- 


559853 




20010215 


PRIORITY APPLN. 


INFO. 














US 2000- 


183582P 




P 20000218 






















US 2000- 


184014P 




P 20000222 






















WO 2001- 


US53 56 




W 20010215 



AB This invention provides protein and cDNA sequences for newly identified 
human proteins, designated NHPs, which shares structural 
similarity with animal kinases, including cell division control 
protein kinases, serine/ threonine protein 

kinases and membrane-associated guanylate kinases (MAGUKs) . 
The NHPs are novel proteins that are expressed in, inter alia, 
human cell lines and hioman fetal and adult brain, 

pituitary, cerebellum, thymus, spleen, lymph node, bone marrow, trachea, 
fetal and adult liver, prostate, testis, thyroid, adrenal gland, pancreas, 
salivary gland, stomach, small intestine, colon, uterus, placenta, mammary 
gland, adipose, esophagus, bladder, cervix, rectum, pericardium, 
hypothalamus, ovary, fetal and adult kidney, and fetal lung cells. In one 
embodiment, the invention relates to diagnostic assays for detecting 
diseases associated with inappropriate NHP activity or levels. Also 
disclosed are methods for utilizing NHP in drug screening assays and in 
therapy directed against diseases associated with inappropriate NHP activity 
or levels. 
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